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ticarly inadequate for the purposes at hand. 
Rather hne categorisation is used for husband's 
occupation, but anaiysis of the d^ta does not 
indicate that this is a significant predictor. 
The stratification for age, on the other hand, 
is far too coarse. Variations of cancer incidence 
within 10-year age ranges arc large compared 
with the v'ariacions attributed to the husband's 
smoking. Even relatively small differences in' 
the age distribution of the three poj^uktions 
could thus produce the reported apparent 
effect* The use of husbands' rather than 
wives' ages for siratificacion compounds the 
problem. 

The measure of risk is also inappropriate 
for a study of such extended duration. The 
number of person years at risk rather than the 
number~of subjects should be used as the 
exposure s'ariablc, since many subjects would 
have died of other causes during the study. 
The appropriate procedure for analysing data 
of this type is given in Mantel's originali 
paper.* 

Finally, it is clear from the original paper 
that Dr Hirayama analysed several causes of 
death, but reported sutistics only for lung 
cancer. The procedure of reporting only the 
most significant result from a choice of several 
possible dependent measures a posteriori is a 
common error which naturally leads to 
inAated estimates of significance. Only an 
appropriate multivariate lest can properly, 
estimate statistical significance in this situation. 

The anaK*sis reponed must thus be re¬ 
garded as inconclusive unless more refined 
analyses are able to confirm the results. We 
endorse the author's suggestion that further 
study based on larger samples is needed, but 
we emphasise that such studies can be useful 
only if the relevant biomedical dau are 
recorded and analysed in sufficient detail to 
isolate the hyv>othesiscd' effect from con¬ 
founding faaors. 

Chris P Tsokos 


D«panment of .Maihemaxics, 
Uni\Yrs<iiv of SimtK Klonda, 
Tampa. Mibri«U 33620. 

USA 


' Mantel N, Kalperin M. Joyrn^i a/ rkk Amenctm 
St«uust*l AiUKtattan 1963 ; 5 a: 611 * 27 . 


Sir,— Most of the questions raised in my letter 
(3 October, p 917) were not addressed in: the 
response of Dr Hirayama that followed. The 
first readings of his origirul paper troubled me 
in view of his recognised work, so that before 
I commented I reviewed every Hirayama 
paper in the literature on this study population 
to sec if the collecuve information might 
answer the questions. A map of Japan was 
construaed by prefectures and minor popula¬ 
tion subdivisions and the areas of the study 
were marked as nearly as they could be 
ascertained. Review of the reports on the 
epidemiology and clinical aspects of lung 
cancer of other Japanese scientists and finally 
a serious study of Japanese demography, 
industry, disease trends, and all pertinent data 
were made; so the questions asked were 
serious and responsible. 

Dr Hira>*aina did not answer the question 
about how or why the specific health sutions 
surv’eyed were selected^ or how the few 
prefeaures of the touJ in Japan from which 
the health stations were chosen were selcacd. 
He admitted that the selection was not random 
and states, "The sausfaaory reprcscniativencss 
of the sample was confirmed after the survey.” 


He does not say by what entena this was 
confirmed. 

Mapping of the areas selected fbr study and 
of the industrial concentrations shows them to 
be related in nearly every instance. Qr 
Hirayama states, "Asbestos exposure is quite 
unlikely to have influenced our result since the 
proportion of industrial areas are surely nor in 
excess in our sample.” Asbestos and other 
industrial' exposures would have to be con¬ 
sidered according to the locations of the study 
areas and of the industrial complexes as 
revealed on the map of Japan. The areas were 
nearly all in the areas with high sundardised 
mort^in* ratios in the excellent and fully 
documented countrywide epidemiological lung 
cancer mortality study of Minovk*a tt ali' The 
ubulation on the basis of the husbands' ages 
is not explained. According to the median age 
at time of marriage in Japan, there is a 
difference between husbands' and wives' ages, 
the wives being generally younger. Dr 
Hirayama states, "We have tables by wives' 
ages separately.'* They were not found in the 
literature search on these data. 

No response at ail was made to the following 
questions: (t) Were the families whose medical 
care was covered by industry omitted from the 
study? (2) To what population is Hirayama 
referring? (3) Why were 31% of the women 
surveyed (and 40% of the women smokers) 
listed as unknown or not specified as to 
occupation? For a person to person survey, 
this suggests methodological problems. (4> 
Why were references to cuneai Japanese 
studies by reputable men, Minou'a tt oi* and 
Aoki,* whose findings did "not seem to 
explain the prefecturai differences of lung 
cancer mortality” not mentioned? (5) The 
repon by Ishikawa’ on the preponderance of 
adenocarcinoma in Japan, in a footnote of 
which be acknowledges the assisunce of Dr 
Hirayama, his colleague as a reviewer, is not 
referred to in the answer, although this is y «7 
important to this discussion. 

Two new issues were introduced by Dr 
Hirayama in his response, one on the quantity 
of sidestream smoke inhaled by the wives, 
without any discussion of the quantity smoked 
in houses or in the presence of the wives. All 
the sidestream smoke of husbands' cigarettes 
would not be inhaled. A remarkably careful 
study on this subject was reponed in 1978 by 
a French group that helps to explain the 
differences reponed by different techniques of 
measurements They improved and explained 
each innovarion they used to overcome 
logistical problems noted in previous studies. 
They concluded, with valid proof, chat on the 
strialy toxicolbgical level there is no hazard 
for non-smokers. The repon does not neglect 
to remark on the problems that are presented 
to a very important fraction of the population, 
however. The second issue introduced in the 
reply was that inhalation through the nose is 
different from the smoker's dirca inhalation* 
This did not consider the superb filtering 
system, which would conceivably reduce the 
amoun t o f a m b i ent smoke ihha I cd by t h c wi v cs. * 

Finally, the far-reaching implications of this 


unproved passive smoking effect are already 
in evidence m the litcrarurc. 

Elzanor J Macdonald 

Di¥i»iofv of Oncer Prevermon, 

Univenity of Teus Sy>iem 
Oncer Center. 

Houiton^TexJv 77030, 

USA 
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Sir,— Dr T Hirayama (17 January, p 183) 
rcpom a greater risk of lung cancer in non¬ 
smoking women when their husbands smoke 
than when they do not. Assessing the sutistical 
significance of this association by a y* trend 
suiistic on one degree of freedbm, Dr N 
Mantel (3 Oaober, p 914) showed that a non¬ 
significant value of 3*31 is obtained if age and 
occupation arc ignored. However, if these 
factors are taken into account, on the basis of 
data given in table I of Dr Hirayama's recent 
Icncr (3 Oaober, p 916), a higher y* value of 
8'70 is obtained, which is statistically significant 
(p<0'0l), and similar to, though not identical' 
with, to the value of 10*88 given in his originaj 
paper. While this slight discrepancy might 
have been due, perhaps, to the use of narrower 
age bands in Dr Hirayama's original calcula¬ 
tions, it is dear that the much more significant 
differences claimed in ublds 11 and III of his 
kner are due to a stadstical error. 

Table 11, which gives a very much higher y- 
value of 36*61 for a similar comparison, is based on 
the false assumption that the lung cancer race of 
non-smoking women with husbands who did not 
smoke is known precisely. The correa calculation, 
given in my table, gives a much lower level of 
significance for the Japanese data, and his calcula¬ 
tions for the American^ and Greek’ dau are 
stmiUrly in error. Consideration only of women 
with smoking husbands has also led Dr Hirayama 
to conclude incorrectly that the Amencan study 
was materially lest powerful than the Japanese 
study because of sample size. In faa, the studies 
were of very similar power, a slightly smaller total 
number of deaths in the American study (153 
compared w*ith 174) being balanced by the greater 
stability of the denominator in the relative risk 
caituiacions, due lo the greater number of deaths in 
women whose husbands did not smoke (65 
compared With 32). 

The source of the error in his table 111 it not 
dear, but the remarkably narrow 95 % confidence 
bands for relative risk given in the uble below the 
figure cannot be even approximately correct* Kow, 
for example, can the ratio of 2 94 given for the 
comparison I of lung cancer rates between non- 
tmoking men whose wives smoke (seven deaths out 
of 1010) and non-smoking men w*hose wives do 
not smoke (50 deaths out of 19 279} possibly have 
95% limits as close together u 2-65 and 3-26—that 
it, »10%—when the 95 % limits for the seven 
observed deaths are approx inrut el y 2 and 12—chat 
is, i70%—and the virubiliry of the reUcive nsk 
muse be greater than this? 

Hugod, «fi aP have shown that under quite 
extreme passive smoke conditions, sufficient to 
produce a carbon monoxidle air concentratton of 
20 pant per million, a non-smoker svould take 11 


Ob^$rrved and txpfCtrd deaths from tung cancer in nonftfnoking Komen m the Japaneit Study according to tht 
smoking kabtt of their husbands 



Kutbsndi do not tmokc 

Husbands smoke 




Observed 

Expected 

Observed 

Expected 

X* 

P 

As b* Kiri^*ami 

32 

(32 0) 

147 

85 a 

>6 ai 


Correct calcuiauon 

32 

45 8* 

142 

128 2- 

578 

<0 05 


* Standjrdised for aie and ocevp^auon on the ba«i» of data in table I of Dx Hifayama't letter (3 Onober, p 9!6}. 


S#;. 


Source: https://www.industrydocuments.ucsf.edu/docs/phvj0000 


2023513448 



14bb 


BRITISH MEDICAL JpURNAL VOLUME 2S3 28 NOVEMBER II 


J>oufv lake jn xn amount of lar equivalent to that 
inhaled by the smoker of an average cigarette and 
50 hours to take in the equivaJeni amount of 
nicotine. Similar cstimatei can be made from other 
studies/-* suggesting that in irrmj of dose one 
passively smoked cigarette is equivalent to a very 
small fraction of one aaively smoked cigarette. In 
Dr Hirayama’s studY»on the other hand; elevation* 
of lung cancer risk in active smokers of about five 
cicareites a day are limiUi to those teen in non¬ 
smoking women married to smokers of 20 or more 
cigarertes a day. As these husbands are stated to 
smoke only 8 -4 cigarettes^* day at home and these 
presumably not all in the presence of the wife, his 
results arc implicitly suggesting that m urms of 
luni catteer rrjpcme, one aaively smoked cigarette 
and one passively smoked cigarette are virtually 
equiv*aient. 

This contrast is so striking that one must 
seriously doubt whether the elevated lung 
cancer risk seen in non-smoking wives of 
smokers, statistically signiheant as it may be, 
is really caused by the passive smoke exposure. 
It seems far more likely that the explanation 
lies in some hitherto undiscovered confounding 
or biasing faaor. 

PETHt N La 

Sutton, Surrey SM2 5DG 

« Garhnkel U J N*/ C^nttr /mr 198L 

* Tnchopoulos D, KaUndidi A, Sparros L. MacMahon 

Jnt r Cjnctt I9dI ;27:1-S. 

* Hucod C. Hawkins LH, Astrup P. ImArch Oemp 

EfKtron Hra/iA l978;42;21-9. 

* Repacc JL, Lowrey AH. 5ci#nrr 1980;20i:444-72. 

* Hinds «'(:, him MW. KBntfJ Mrd 1975:292:844-5. 

* Russell MAK, Feyerabend C Laiww 1975 u: 179.81. 

•.•Ve sent this letter to Dr Hirayama, who 
replies below.—E d* BMJ. 


Sir,—S ince in Garfinkers paper the only dau 
available were expected frequencies based on 
the risk for women with non-smoking 
husband^, similar calculations were attempted 
with the Japanese and Greek data and: pre¬ 


sented in table ll. If Garfinkcl had shown the 
complete data better comparison could have 
been made, as suggested by Mr Lee. 

Mr Lee also worries about the data as they 
suggest that the risk of passive smoking is 
almost equivalent lo that of light smoking. 
The only way to answer such questions must 
be by carrying out in-depth studies of the 
chronic toxicity of sidestream smoke and of 
health consequences resulting from prolonged 
exposure to passive smoking. The study by 
White and Froeb suggests a considerable effect 
on the airw'ays from passive smoking.^ 

I regret that erron have been found: in the 
95% confidence intervals shown in the figure 
in my last Icner. The correa values arc given 
in the accompanying figure. The errors do not, 
however, infiuence the substance of my letter. 

T Hirayama 

Epidrmiolor>‘ Dirisioo, 

Nitional C^cer Center 
Research Ituututc, 

Tokyo, Japan 

‘ White JR. Froeb HB. W J Afrrf 1980;302:720-1. 


Diseases of modern csvUtsacion 

Sir,—C ertainly we can all agree with the Revd 
H G Trowell and Dr D P Burkiti (7 November, 
p 1266) that there arc several conditions that 
are uncommon in developing countries but 
have become increasingly common in the West. 
They add that in their book Wtsum Distastt: 
Their Emerfenci and Prevention “there is little 
hard evidence that would warrant a recommen¬ 
dation for dieury change in these countries/* 
There is, however, a great deal of evidence, 
from experiments with laboratory animals and 
with human subjeas, that one item in Western 
dicu, in the quantities now commonly being 
consumed, pr^uces a range of abnormalities 
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Aaivc and pasjive smoking and: standirdised mortaJiry rates for lung cancer: reUiive risk* (RR^ with 
95% confidence intervals—prospeciive study, 1966-79, Japan. (Revised rersion of figure published 
3 October, p 917 l) 


that indicate its likely involvement in produc¬ 
ing some of the Western diseases (references 
given in a recent paper*); Here is an abbreviated: 
list: increased concentration of cholesterol and: 
triglyceride, decreased concentration of high- 
densiry lip)oprotcin cholesterol, increased con¬ 
centration of insulin and corticosteroids, and: 
increased concentration of uric add in the 
blood; impaired glucose tolerance; diminished 
tissue sensitivity to insulin; increased adhesive¬ 
ness and aggregation of blood platelets^ 
paradoxical electrophoretic behaviour of blood 
platelets; retinopathy; nephropathy indis¬ 
tinguishable both histolbgically and bio¬ 
chemically from that seen in diabetes mellitus. 
It is difficult to imagine that more evidence is 
needed to India sugar as a likely cause of at 
least two of the “Western diseases,’* coronary 
heart disease and diabetes. 

The average consumption of sugar is now 
about 1 kg a week in Western countries, 25 
times what it was before the industrial 
revolution. Some people take two or three 
times this average. 1 see no problem about 
what should be the most sensible dietary 
recommendation we could be making. 

John YtmxiN 

Lofulofi HW3 

‘ Yttdkin J. Am T aim Sytr 1981 >4:1453. 


Alcohol and alcoholism 

Sir, —Dr Richard Smith’s series of papers on 
alcoholism (26 September, p 835; 3 C^ober, 
p 895; 10 October, p 972;; 17 Oaober, p 
1043; 24 Oaober, p 1108; 31 Oaober, p 
M70, and 7 November, p 1251) was timely 
and generally accurate and comprehensive, 
but I was surprised to see no reference to 
supervised disulfiratn—one treatment which 
does seem to be of specific benefit in alco¬ 
holism. This has been shown in three well- 
designed controlled trials and: there are no 
contrary findings. All the studies stress that 
supervised disuifiram is an extension of the 
therapeutic relationship and not a substitute 
for it. 

Gcrrein tt al^ found that 85% of patients 
given disuifiram twice weekly under super¬ 
vision remained in treatment, compared with 
a maximum of 39% in patients who had 
oncc-wcekly supervised disuifiram or un¬ 
supervised: disuifiram treatment. The figures 
for those abstaining for a minimum of eight 
weeks were 40®© compared with a maximum 
of l5®o. Azrin? reponed that for patients 
given the same intensive communiry-based 
psychotherapeutic and rehabilitative pro¬ 
gramme, those in whom the administration of 
disuifiram was supervised-—usually by their 
wife—Klid vastly better than those on un- 
supervised mcdicatiom Drinking days were 
2®o for the supervised group against 55®© for 
the unsupervisedt Uncmplo>’mcnt was 20®© 
against 56%; and time spent in institutions 
was nil against 45®©. This bsi figure has 
obvious financial implications. In an employee 
iteatmcnt programme, Roblchaud et aP found 
that absenteeism averaged 9-8®© bciorc treat¬ 
ment, 1-7®© daring treatment wuh twicc- 
weekJy supervised disuifiram given by the 
faaory nurse, and 6-7®© when treatment was 
discontinued. Ail these studies used a standard 
dose of disuifiram, which' was probably, 
inadequate for some patients, and no alcohol 
challenge w^as done. 


Source: https://www.industrydocuments.ucsf.edu/docs/phvjOOOO 
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